Proteins crystallize when their energetically preferred contacts hold them in lattice symmetry. Molecules in adjacent unit cells must have identical orientation. How this rotational restriction arises from the visceral asymmetry of proteins is a key question with implications for improved crystal growth, engineering, and structure determination. Here we consider the process of lattice nucleation and the key role of pseudosymmetry. Pseudosymmetry is observed in many mature crystals, often causing challenges to structure determination including space group ambiguity, and is hypothesized to be a general nucleation intermediate.
